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Histone deacetylases (HDACs) are enzymes responsible for lysine
deacetylation of histones. In particular, HDAC6 is a unique enzyme that is mainly found in the
cytosol and regulates deacetylation of cytosolic proteins including o -tubulin and tau protein.
HDAC6 has been implicated in neurodegeneration with abnormal protein accumulation in the brain.
Thus, research into the role of HDAC6 with in vivo imaging will facilitate development of drugs
targeting HDAC6. Our goal was to develop radiolabeled probes for positron emission tomography (PET)
imaging of HDAC6. Two radiolabeled Tubastatin A derivatives were successfully synthesized. However,
biological evaluations suggested that brain uptake of these probes were poor. Structural
optimization which improves the blood-brain barrier permeability is needed.
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